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Rationale

The target : urokinase -type plasminogen activator
Distant metastases rather than the primary tumor itself remain the
principle cause of death In patients with malignant solid tumors. uPA
(urokinase-type plasminogen activator) and its inhibitor PAI-1 play a
key role in tumor invasion and metastasis by being involved in the
degradation of the tumor stroma, the extracellular matrix, and
basement membrane. At this time uPA and PAI-1 are the only
biomarkers that have been validated at the highest level of evidence
(LOE 1) with regard to their clinical utility in breast cancer prognosis. In
the “ASCO 2007 Update of Recommendations for the Use of Tumor
Markers In Breast Cancer”, uPA and PAI-1 were added to the list of
recommended tumor markers, the system being considered a
promising target for therapeutic studies.

The inhibitors: WX -UK1 and WX -671 (MESUPRON®)
WX-UK1 is an inhibitor of uPA in the sub-micromolar range. WX-UK1 Is
not orally available and needs to be administered intravenously.
WX-UK1 has been investigated in 4 phase | clinical studies.

WX-671 I1s an oral pro-drug of WX-UK1. It possesses good oral
bioavailability and a molecular mass of 630 g/mol. WX-671 has also
been investigated In four phase | clinical studies and Is currently
undergoing phase Il development in two studies. One study evaluates
WX-671 In pancreatic cancer, the other study (presented here) Is being
performed In breast cancer patients.
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Backgiround

In preclinical tumor models, parenterally administered WX-UK1 and
orally administered WX-671 reduced the growth rate of implanted
tumors, inhibited invasion, and reduced metastases. A phase | study of
Capecitabine plus WX-UK1 in advanced solid tumors showed that WX-
UK1 added no additional toxicity to Capecitabine, the MTD was not
reached, there were no drug-drug interactions, and adequate WX-UK1
concentrations were achieved. In this study, 10 heavily pretreated MBC
patients were on average treated with 5 cycles untll disease
progression, some up to 16 cycles. There were 3 partial responses of
these 10 patients with MBC. This current proof of concept study Is
designed to substantiate the antimetastatic properties of WX-671 In
early MBC.

Phase Il Eligibility

 Female patients aged t 18

« HER2-negative MBC appropriate for first line monotherapy with
Capecitabine

 Adequate performance status, organ function and bone marrow
reserve

e Absence of brain metastasis

Phase |l Design
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Study Opjectives

Primary objectives :
e to evaluate the progression free survival rates of the combination of
WX-671 and Capecitabine compared to Capecitabine monotherapy

Secondary objectives

 to evaluate the overall survival rates

e to compare the objective response rates

e to compare the safety and tolerability of the combination vs.
monotherapy

e t0o assess PK of WX-671 in this population and evaluate the PK of
Capecitabine when administered with WX-671

Study Status

 Recruitment started in Aug 2008 and by end of Apr 2010 76 of the
planned 114 patients were enrolled

« Participating countries: Belgium, Brazil, Germany, Israel, USA

 DOD site approval required for USA and Brazil

« Average treatment duration: 7 cycles

« Maximum treatment duration so far: 26 cycles

 Treatment well tolerated — no unexpected clustering of adverse
events detectable
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Randomization 1:1

2 oral medications

Stratification IVRS

Capecitabine: Day 1 - 14
WX-671 or placebo : Day 1 - 21

114 patients

for first line
therapy
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